This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 

Defective images within this document are accurate representation of 
The original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



(19) 



EuropSlsches Patentamt 
European Patent Office 
Office europeen des brevets 



(12) 



(ID EP 1 236 467 A1 

EUROPEAN PATENT APPLICATION 



(43) 


Date of publication: 


(51) Intel. 7 : A61K9/72, A61r\31/io7 




04.09.2002 Bulletin 2002/36 




(21) 


Application number: 02004635.5 




(22) 


Date of filing: 28.02.2002 




(84) 


Designated Contracting States: 


(72) Inventors: 




AT BE CH CY DE DK ES Fl FR GB GR IE IT LI LU 


• Gagnonl, Alessandro 




MC NL PT SE TR 


21037 Lavena Ponte Tresa (VA) (IT) 




Designated Extension States: 


• Meoli, Andrea 




AL LT LV MK RO SI 


6955 Caglallo (CH) 






• Vanossi, Sereno 


(30) 


Priority: 02.03.2001 IT . M 101 0428 


6821 Rovio (CH) 


(71) 


Applicant: Chemo Healthcare S. A. 


(74) Representative: Minoja, Fabrizio, Dr. 


6901 Lugano-Cassarate (CH) 


Bianchetti Bracco Minoja S.r.l. 




Via Rossini, 8 






20122 Milano (IT) 



(54) Inhalatory compositions of formoterol 

(57) Inhalatory pharmaceutical compositions con- 
taining Formoterol as active ingredient, comprising: 

a vial containing a sterile liquid vehicle suitable for 
inhalation; 

a reservoir chamber cap containing a powder mix- 
ture consisting of Formoterol or a related salt in mi- 



cronized form and one or more excipients, soluble 
in the vehicle and suitable for respiratory use. 



CO 

co 

CO 
CM 



Q. 

LU 



Printed by Jouve, 75O01 PARIS (FR) 



EP 1 236 467 A1 



Description 

[0001] The present invention relates to pharmaceutical compositions for the administration to the lungs of Formoterol 
in aqueous solution. 
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BACKGROUND OF THE INVENTION 

[0002] The inhalation therapy in the field of respiratory tract diseases includes different methods for the administration 
of the drug to the lungs. The aerosol can be obtained by nebulization of the product from a pressurized metered dose 
10 inhaler, by dispersion of a dry powder with suitable devices and by mechanical or ultrasound atomlzation of aqueous 
solutions or suspensions. 

[0003] The currently used formulations contain excipients physiologically compatible with the bronchial epithelium, 
usually consisting of co-solvents, preservatives, chelating agents, pH regulators and surfactants. 
[0004] In the case of solution products, the respirable fraction is determined by the atomization efficiency and by the 
is size of the aerosol particles produced by the nebulizing equipment. In the case of suspensions, the respirable fraction 
is determined also by the particle size of the used micronized active ingredient. 

[0005] A characteristic of some active ingredients is the poor chemical (degradation) or physical (crystal morpholog- 
ical changes) stability in solution or suspension. As a consequence, the shelf life of the finished product upon storage 
in normal ambient condition, and sometime even in refrigerator, is insufficient. 

20 [0006] Formoterol is a drug belonging to the class of beta2-agonists, characterized by rapid onset of broncho-dilating 
action which lasts for many hours. For the treatment of asthma, Formoterol is usually administered through the inha- 
latory route by means of the so called dry powder inhalers (DPI), storable under normal ambient conditions, or in form 
of suspensions or solutions by means of pressurized metered dose inhalers, which should be stored in refrigerator, in 
view of the above discussed poor stability of the active Ingredients in aqueous medium. 

25 [0007] The stability problem of active ingredients in solutions may also be solved by a conventional technology adopt- 
ed in the pharmaceutical and parapharmaceutical fields, based on reservoir container systems designed for the re- 
constitution of solution immediately before use, wherein a liquid component (solvent) and a solid component (soluble 
material) are placed in separate compartments. 

[0008] Two basic problems are met if this technology is considered for Formoterol formulations for the inhalatory 
30 use. The first is the possibility to dose the quantity of active ingredient with sufficient precision. The standard dose of 
Formoterol is within the range of some tens of micrograms, usually. about 12 micrograms: with the current technology 
it is quite impossible to dose such quantities with sufficient precision in industrial processes. This problem can be by- 
passed by the method disclosed in WO 99/17754, consisting in the dissolution of the active ingredient and solid ex- 
cipients in water, filling of solution in a reservoir container and followed by freeze drying in order to obtain a solid state 
35 open matrix network. The other problem is that the excipients have to be chosen only among those approved for the 
respiratory use, with demonstrated tolerability on the respiratory tract. 

[0009] The present invention solves the problems concerning active ingredient stability, dosage uniformity and tol- 
erability of the formulation to the lungs, by applying the technology of capsule production to the container system for 
the extemporaneous reconstitution of a solution immediately before use. 

40 

DESCRIPTION OF THE INVENTION . 

[0010] The invention provides pharmaceutical compositions forthe inhalatory use comprising Formoterol in dry pow- 
der form. 

45 [0011] The compositions of the invention comprise: 

a vial containing a sterile liquid vehicle suitable for inhalation; 

a reservoir chamber cap containing a powder mixture consisting of Formoterol or a related salt in micronized form 
and one or more excipients, soluble in the vehicle and suitable for respiratory use. 

50 

A barrier of suitable material that has the function to maintain the solid component separated from the liquid component 
delimits this chamber caps. The caps also have a mechanism in order to easily remove or break this separation. 
[0012] Immediately before the use, the patient breaks the barrier and shakes the container so as to contact the two 
components (liquid and solid). 

55 [0013] The excipients of the solid component dissolve in the liquid and Formoterol is dissolved or suspendedin the 
liquid, depending on the composition of the liquid component. After this step, the vial can be opened and the mixture 
is transferred into the nebulizer equipment, for inhalation according to the instructions of each device, which may be 
air-driven or ultrasound-driven. 
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[0014] This container system is suitable for delivering both single dose and multidose. In this case the container 

must be closed again after delivery of the first dose and stored in refrigerator for subsequent use. 

[0015] The system of the invention is also useful for combinations of Formoterol with other active ingredients, such 

as Budesonide, Fluticasone, Mometasone, Flunisolide, Ipratropium bromide and others that can be in solution in the 
s liquid component or in the solid component mixed with the others solid excipients. 

[0016] The extemporaneously prepared product showed very good stability for the period of administration that, 

normally, last no longer than 15 minutes. 
- [0017] In case of product in suspension, the preferred size of the active ingredient crystals is that normally used for 

respiratory powders, namely less than 10 microns, preferably 1 to 5 microns, that is the range usually required for 
10 respiratory products. 

[001 8] In case of product for dissolution in the liquid component, tests were performed with both micronized crystalline 
active ingredient and active ingredient premixed with the other excipients (for instance lactose) and dissolved in a 
suitable solvent. After that, a powder easily soluble in the liquid component was obtained by means of spray dry tech- 
nology. 

is [0019] In both cases the "in vitro" respirable fraction values obtained were similar to those of other products marketed 
in the form of inhalatory solution or suspension (15-25 %). 

[0020] The liquid vehicle contained in the vial is preferably sterile water, which may be added with co-solvents and 
other excipients, for example preservative and surfactants, such as cetostearyl alcohol, polysorbate 80, sorbitan tri- 
oleate and cetyl pyridinium chloride. Examples of co-solvents are ethanol and propylene glycol. 
20 [0021] Preferred surfactants are cetostearyl alcohol and polysorbate 80, in quantity from 0.01 to 0.5 % w/w. 
[0022] A preferred co-solvent is propylene glycol in amounts from 1 0 to 50 %, preferably from 20 to 40 %. 
[0023] The isotonicity of the solution may be adjusted by addition of a suitable quantity of sodium chloride to the 
liquid component, to improve physiological tolerance. 

[0024] Formoterol is used in the formulations of the invention preferably as fumarate, in a dose range from 5 to 25 
25 micrograms. 

[0025] The solid excipients mixed with Formoterol include saccharides, amino acids and other components suitable 
for respiratory use. Preferred excipients are lactose, mannitol, glucose and isoleucine in quantity from 5 to 200 mg per 
dose. 

[0026] Therefore, the invention solves the problem of product instability, since the active ingredient remains in solution 
30 or suspension for the time of administration only. 

[0027] Another aspect of the invention is related to the application of capsules filling technology currently used for 
the production of respiratory powder in capsules. The homogeneous mix of solid excipient and active ingredient may 
be dosed in the reservoir in a precise quantity, e.g. from 5 to 200 mg, preferably 24 mg. This technology solves the 
problem of dosage uniformity. 

35 [0028] The problem of components compatibility is solved by suitably selecting excipients of current use in respiratory 
products. In particular, lactose monohydrate is widely used in dry powder inhalatory formulations. 
[0029] The present invention also relates to a method forthe preparation of the formulation according to the previous 
claims, wherein micronized Formoterol is homogeneously mixed with the powder excipients, the resulting mix is filled 
in the reservoir caps and the reservoir caps are placed on the vials previously filled with the liquid component. 

40 [0030] The following examples illustrate the invention in greater detail. 

EXAMPLES: 



[0031] 

45 



Powder component 


Liquid component 


Formoterol fumarate 
Lactose monohydrate 


15.u.g 
25 mg 


Water 

Sodium chloride 


3 ml 
25 mg 


Formoterol fumarate 
Lactose monohydrate 


15 jig 
50 mg 


Water 

Polysorbate 80 


3 ml 
6 mg 


Formoterol fumarate 
Lactose monohydrate 


15 ^g 
50 mg 


Water 

Cetostearyl alcohol 


3 ml 
9 mg 


Formoterol fumarate 
Lactose monohydrate 


15 ji g 
150 mg 


Water 

Propylene glycol 
Polysorbate 80 


2 ml 

1 g 

6 mg 
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Claims 

I . Pharmaceutical compositions for the inhalatory use, containing powder Formotero! as active ingredient and com- 
prising: 

5 

a viaJ containing a sterile aqueous vehicle suitable for the respiratory administration; 

a reservoir cap containing a homogeneous mix of Formotero! powder or the salts thereof, in mlcronized form 
and one or more solid excipients suitable for the respiratory use. 

10 2. A composition according to claim 1 wherein Formoterol is in the form of fumaric acid salt. 

3. A composition according to claim 1 and 2 wherein the vehicle consists of water and sodium chloride, optionally 
mixed with propylene glycol, ethanol, surfactants and preservatives. 

15 4. A composition according to claim 3 wherein the surfactant is polysorbate 80 or cetostearyl alcohol. 

5. A composition according to the previous claims wherein the powder excipient is selected from lactose, mannitol, 
glucose and isoteucine. 

20 6. A composition according to any one of claims 1 to 5, wherein the liquid component is sterile. 

7. A composition according to the previous claims wherein the container system used for extemporaneous solution 
is a unit dose or multiple dose. 

25 8. A composition according to any one of claims 1 to 6, wherein a further active ingredient is combined with Formoterol 
in the powder mix, placed in the reservoir. 

9. A composition according the any one of claims 1 to 7, wherein a further active ingredient is combined with For- 
moterol and it is present in suspension or solution in the liquid component of container system. 

30 

10. A composition according claim B or 9, wherein the active ingredient combined with the Formoterol is Budesonide, 
Fluticasone, Flunisolide, Mometasone or Ipratropium bromide. 

II. A method for the preparation of the formulation according to the previous claims, wherein micronized Formoterol 
35 is homogeneously mixed with the powder excipients, the resulting mix is filled in the reservoir caps and the reservoir 

caps are placed on the vials previously filled with the liquid component. 
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